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TO THE EDITOR
The association study reported by
Zhang et al. (2007) demonstrated that
single-nucleotide polymorphisms
(SNPs) within the IL15 gene were
associated with psoriasis in the Chinese
population. They investigated 12 SNPs
across the IL15 region in 632 unrelated
Chinese psoriasis patients and 485
healthy controls and found significant
association to 4 SNPs in the gene. We
were interested to ascertain whether
such an association existed in subjects
with psoriasis of early onset (also
known as type I psoriasis; disease onset
r40 years of age) in a UK population.
We successfully genotyped 15 SNPs
across the IL15 region in a single point
association study, including the highly
associated g.96516 SNP from the Chi-
nese study (Zhang et al., 2007), in 661
UK Caucasian patients with psoriasis of
early-onset (54.8% male; 45.2% fe-
male; mean age of onset 19.8 years;
53.0% patients HLA-Cw6 positive) and
560 UK Caucasian population-based
controls (35.5% male; 31.1% female;
33.4% unknown gender).
Eleven pairwise tagging SNPs across
the IL15 gene region were selected
using Haploview software on SNP data
downloaded from the HapMap Phase II
database, providing full coverage of the
gene. Six further SNPs were included,
already tagged by the previously se-
lected markers, in case of genotyping
failure. An additional two SNPs were
selected on the basis of their potential
functional location. The g.596516 SNP
was selected due to the findings of the
Chinese study (Zhang et al., 2007).
Fifteen SNPs were successfully geno-
typed, passing a stringent quality con-
trol SNP success rate threshold of
90% providing 97% coverage of the
gene region. All 15 SNPs conformed
to Hardy–Weinberg equilibrium
(P40.05), the exceptions being
rs35221404 and g.96516, which were
monomorphic in the control cohort.
We found no evidence of associa-
tion to any of the markers tested
(P40.05 for both w2 and trend test;
Table 1), including the g.596516 SNP
(highly associated with psoriasis in the
study by Zhang et al. (2007); allelic
association of P¼5 106). Further-
more, the minor allele frequency of this
marker was very rare (0.002, Table 1) in
the UK psoriasis patient cohort and was
completely absent in the control popu-
lation compared with the frequencies of
0.320 and 0.232 for minor alleles of
cases and controls, respectively, in the
Chinese cohorts (Zhang et al., 2007).
Two other SNPs also reported as
associated with psoriasis in the Chinese
study showed no evidence of associa-
tion in our analysis (P¼ 0.06 and
P¼0.39 for rs1057972 and
rs10519613, respectively; Table 1),
with the latter marker also demonstrat-
ing a significant difference in minor
allele frequency between populations
in both cases and controls. The Chinese
patient and control cohorts had minor
allele frequencies of 0.494 and 0.432
(Zhang et al., 2007), respectively, for
rs10519613, in contrast to our corre-
sponding minor allele frequency of
0.100 and 0.099 (Table 1).
It is important to note that our study
consisted of early-onset psoriasis patients
only, whereas the Chinese study in-
cluded patients of both early- and late-
onset psoriasis. Thus, if the reported
association is actually to late-onset
psoriasis, then this could account for an
inability to replicate the finding. It is also
important to consider the lack of power
in both studies resulting from a relatively
low sample size, which would lead to
potential false-positive or negative asso-
ciations. Evidence is now mounting that
diseases may present with similar phe-
notypes across different ethnic groups,
but the underlying genetic susceptibility
factors can be very different. For exam-
ple, the PTPN22 R620W variant asso-
ciated with many autoimmune diseases
including rheumatoid arthritis, autoim-
mune thyroid disease, and type I dia-
betes is not found in Asian populations
(Mori et al., 2005). Conversely, con-
firmed susceptibility variants for these
autoimmune diseases in Asian popula-
tions are not associated in studies of
Caucasian cohorts (Ikegami et al., 2006;
Yamada and Yamamoto, 2007).
In summary, we have shown no
evidence of an association between
polymorphisms in the IL15 gene and
early-onset psoriasis in a UK cohort.
Furthermore, we found profound differ-
ences in the allele frequencies of four
variants in Chinese and UK cohorts,
suggesting a difference in genetic
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Abbreviations: Kbp, kilo base pair; LD, linkage disequilibrium; PSORS, Psoriasis susceptibility locus;
SNP, single-nucleotide polymorphism
determinants of disease in these two
populations.
Recruitment of Type I psoriasis
patients for the case cohort was co-
ordinated through the Dermatology
Centre, Hope Hospital, The University
of Manchester, Manchester, UK. All
patients gave written informed consent
and the study was approved by the
Salford and Trafford Local Research
Ethics Committee and conducted ac-
cording to Declaration of Helsinki
Principles.
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TO THE EDITOR
Recent findings suggest that non-mela-
noma skin cancer incidence in young
adults is rising, particularly among US
young women (Christenson et al.,
2005). This raises the important ques-
tion of whether incidence of cutaneous
melanoma, the most lethal form of skin
cancer, is similarly increasing in young
adults. Although melanoma incidence
among US older adults has been
Table 1. Genotype frequencies in IL15 SNPs between UK cohorts of early-onset psoriasis patients and controls
Patients Controls
Genotype Genotype
SNP Samples 1_1 n (%) 1_2 n (%) 2_2 n (%) MAF Samples 1_1 n (%) 1_2 n (%) 2_2 n (%) H-W MAF
Exact
P-value
Trend
test
rs35221404 647 647 (100) 0 (0) 0 (0) 0.000 556 556 (100) 0 (0) 0 (0) NA 0.000 NA NA
rs2322303 639 251 (39.28) 299 (46.79) 89 (13.93) 0.373 475 176 (37.05) 226 (47.58) 73 (15.37) 1.000 0.392 0.6710 0.3785
rs1057972 636 187 (29.4) 303 (47.64) 146 (22.96) 0.468 470 144 (30.64) 245 (52.13) 81 (17.23) 0.222 0.433 0.0608 0.1044
g.96516 656 654 (99.70) 2 (0.30) 0 (0) 0.002 558 558 (100) 0 (0) 0 (0) NA 0.000 0.5028 0.1919
rs10519613 652 525 (80.52) 123 (18.87) 4 (0.61) 0.100 557 454 (81.51) 96 (17.24) 7 (1.26) 0.471 0.099 0.3902 0.8878
rs10519612 646 518 (80.19) 124 (19.20) 4 (0.62) 0.102 471 385 (81.74) 81 (17.20) 5 (1.06) 0.789 0.097 0.5163 0.6616
rs2254514 651 348 (53.46) 253 (38.86) 50 (7.68) 0.271 552 319 (57.79) 196 (35.51) 37 (6.70) 0.358 0.245 0.3214 0.1440
rs1040257 639 341 (53.36) 246 (38.50) 52 (8.14) 0.274 554 282 (50.90) 227 (40.97) 45 (8.12) 1.000 0.286 0.6678 0.5100
rs12510514 649 495 (76.27) 142 (21.88) 12 (1.85) 0.128 554 405 (73.10) 136 (24.55) 13 (2.35) 0.733 0.146 0.4315 0.1961
rs932209 657 186 (28.31) 309 (47.03) 162 (24.66) 0.482 558 160 (28.67) 294 (52.69) 104 (18.64) 0.146 0.450 0.0307 0.1168
rs17461269 649 285 (43.91) 292 (44.99) 72 (11.09) 0.336 553 254 (45.93) 248 (44.85) 51 (9.22) 0.432 0.316 0.5229 0.3062
rs1519551 648 216 (33.33) 299 (46.14) 133 (20.52) 0.436 553 153 (27.67) 275 (49.73) 125 (22.60) 0.932 0.475 0.1044 0.0620
rs990851 644 349 (54.19) 237 (36.80) 58 (9.01) 0.274 487 254 (52.16) 199 (40.86) 34 (6.98) 0.649 0.274 0.2489 0.9976
rs12508866 653 399 (61.10) 217 (33.23) 37 (5.67) 0.223 556 316 (56.83) 209 (37.59) 31 (5.58) 0.730 0.244 0.2781 0.2286
rs3806798 637 515 (80.85) 114 (17.90) 8 (1.26) 0.102 479 392 (81.84) 82 (17.12) 5 (1.04) 0.790 0.096 0.8812 0.6422
1, common variant; 2, rare variant; H-W, Hardy–Weinberg equilibrium; MAF, minor allele frequency; NA, not applicable.
Abbreviations: SEER, the Surveillance, Epidemiology, and End Results Program
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